INTRODUCTION
This has been interpreted to reflect a BCR-dependent 'tonic' survival signal, which has recently been shown to involve phosphoinositidyl 3-kinase (PI-3K) activity and subsequent inactivation of the Foxo1 transcription factor (1-3).
As a consequence of the large clonally restricted repertoire generated during development, only a small number of newly generated B cells entering the peripheral mature compartment express a BCR that is able to bind a given antigen. During the early stages of an immune response, antigen-specific B cells proliferate extensively and increase the number of cells that can respond appropriately. The magnitude, duration and quality of the B cell response is guided by signals from co-receptors expressed by B cells such as Tolllike receptors (TLRs) and CD40, which provide information to the B cell about the context of the antigen in T cell-independent and -dependent responses (4, 5) . (Fig. 4C ).
Similar results were seen when LPS or anti-CD40/IL-4 were used as mitogens (Fig. 4C ).
In contrast, mitogen-induced c-Myc mRNA levels were nearly identical between BCR pos and BCR neg B cells stimulated with CpG (Fig. S4 ), suggesting that active GSK3β was destabilizing c-Myc protein in BCR neg B cells (15). Unfortunately, pharmacological inhibition of GSK3β activity using BIO, which partially restores proliferation in response to CpG (Fig. 4B) , did not substantially restore mitogen-induced c-Myc protein expression in BCR neg B cells (Fig. 4D) . Therefore, we conclude that the decreased levels of c-Myc mM KCl, 0.5 mM DTT and protease inhibitors) to prepare cytosolic extracts and nuclei.
Nuclear extracts were subsequently prepared using buffer C (20 mM HEPES pH 7.9, 25% glycerol, 0.5 M NaCl, 1.5 mM MgCl 2 , 0.5 mM EDTA, 0.5 mM DTT and protease inhibitors). Nuclear extracts were incubated with competitor DNA (pdIdC, Sigma) and a 32 P labeled-κB consensus probe (Promega). Protein-DNA complexes were then resolved by electrophoresis on a non-denaturing polyacrylamide gel.
Quantitative RT-PCR. RNA was purified using mirVana RNA isolation kit (Ambion) and subjected to cDNA synthesis using random hexamer primers (Invitrogen).
Quantitative RT-PCR analysis was performed using c-myc-and hprt-specific primers on a
StepOne Plus (Applied Biosystems) machine. Primers used were: c-MycF1, 5'-gagcccctagtgctgcatgag-3'; c-MycR1, 5'-ttgcctcttctccacagacacc-3'; HPRTF1, 5'-ctataagttctttgctgacctgctggattaca-3'; HPRTR1, 5'-ccagttaaagttgagagatcatctccaccaataact-3'.
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